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DETAILED ACTION 
Status of Application 

1 . Claims 1 7-23 are pending. Claims 1 -1 6 have been cancelled and claims 1 8-23 
are new. 

2. Receipt and consideration of Applicants remarks filed June 25, 2008 is 
acknowledged. 

3. Rejections not reiterated from the previous Office Action are hereby withdrawn. 
The following rejections are either reiterated or newly applied. They constitute the 
complete set of rejections presently being applied to the instant application. 

Claim Rejections - 35 USC § 103 

4. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual Inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 

USPQ 459 (1966), that are applied for establishing a background for determining 

obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 
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5. Claims 17-23 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Barsig (US Pub No. 2003/0092706) in view of Hellberg et al. (US 6,452, 052). 

Applicant claims a method for the treatment of respiratory diseases, allergic 
diseases, asthma, and/or chronic obstructive pulmonary diseases comprising the step 
of administering loteprednol or pharmaceutically acceptable ester thereof and N-(3,5- 
dicholopyridin-4-yl)-2-[1-(4-fluorobenzyl)-5-hydroxy-1 H-indol-3-yl]-2-oxoacetamide or a 
pharmaceutically acceptable sal thereof to a subject in need of treatment. 

Determination of the scope and content of the prior art 

(IVIPEP 2141.01) 

Barsig teaches the combined administration of a PDE4 or PDE3/4 inhibitors, 
such as N-(3,5-dicholopyridin-4-yl)-2-[1-(4-fluorobenzyl)-5-hydroxy-1 H-indol-3-yl]-2- 
oxoacetamide, also known as AWD-1 2-281, and disease modifying anti-rheumatic 
drugs (DMARDs) such as dexamethasone, prednisolone, budesonide, mometasone 
furoate, etc., for the treatment of diseases such as rheumatoid arthritis, acute or chronic 
(allergen-induced) airway disorders, allergic rhinitis/sinusitis, allergic skin diseases, etc. 
(see the abstract, page 1 paragraphs 1,17-18; page 2 paragraphs 19-22; page 3 
paragraphs 30-32; page 4 paragraph 33; page 6 paragraphs 50-51). The combination is 
said to delay the onset and reduce the symptoms of rheumatoid arthritis (see page 1 , 
paragraph 15). The medicaments containing the PDE inhibitor and the DMARD, either 
alone or in a fixed combination, are employed in the form of tablets, capsules, patches. 
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suppositories, suspensions or solutions eitlier togetlier or separately, and can be 
formulated with various excipients or vehicles suitable for desired pharmaceutical 
formulations (see page 6 paragraphs 50-53; page 7 paragraph 54). The combined use 
(i.e. simultaneous, sequential or separate administration) of PDE4 or PDE3/4 inhibitor 
and a DMARD may also include a medicament pack containing both the PDE4 or 
PDE3/4 inhibitor and a DMARD as discrete separate dosage forms and instructions for 
the simultaneous, sequential or separate administration of both discrete separate 
dosage forms (see the entire article, especially paragraphs 17-20 and claims 1-6). 

Ascertainment of the difference between the prior art and the claims 

(IVIPEP2141.02) 

Barsig does not teach the use of loteprednol etabonate in combination with a 
PDE4 or PDE3/4 inhibitor. This deficiency is cured by the teachings of Hellberg et al. 

Hellberg et al. teach methods and compositions for treating allergic diseases, of 
the nose, skin, airway or lung by administering a disulfide derivative of formula (I) (see 
the abstract). The compounds can be administering win combination with an anti- 
inflammatory, such as, loteprednol, dexamethasone, prednisolone, etc., for the 
treatment of diseases, such as, allergic rhinitis, sinusitis, allergic disorders of the upper 
and lower airway, allergic disorders of the skin, etc. (see column 3 lines 24-53). 



Finding of prima facie obviousness 
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Rational and Motivation (l\/IPEP 2142-2143) 

One of ordinary sl<ill in tine art would liave been motivated to do incorporate 
loteprednol into the combination taught by Barsig because loteprednol is known for use 
in combination with other drugs for the treatment of allergic and respiratory diseases as 
suggested by Hellberg et al. 

Although Barsig do not teach loteprednol as a potential DMARD, loteprednol and 
DMARD agents such as dexamethasone, prednisolone, etc, are known to have the 
same anti-inflammatory action required for use on the same allergic diseases as 
suggested by Hellberg et al. Thus, it would have been obvious to one of ordinary skill in 
the art at the time the claimed invention was made to substitute loteprednol into the 
method taught by Barsig since it is an obvious variation of anti-inflammatory agents 
capable for use in the treatment of allergic and respiratory diseases taught by Barsig. 

Therefore, the claimed invention would have been prima facie obvious to one of 
ordinary skill in the art at the time the invention was made because the prior art is fairly 
suggestive of the claimed composition. 

Response to Arguments 

Applicant's arguments with respect to claims 1-16 have been considered but are 
moot in view of the new ground(s) of rejection. 

Conclusion 

6. No claims are allowed. 
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7. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kristie L. Brooks whose telephone number is (571 ) 272- 
9072. The examiner can normally be reached on M-F 8:30am-6:00pm Est.. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Johann R. Richter can be reached on (571) 272-0646. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

KB 

/Johann R. Richter/ 

Supervisory Patent Examiner, Art Unit 1616 



